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Description 
Fleidofthe Invention 

[0001] This invention relates to the dass of compounds known as taxines and. more particularly, to formulations of 

taxines (taxol) for intravenous infusion. 

Background of the Invention 

treating ovarian, breast, non-small cell lung, and head and neck f ^ (5) , pp. 885-890 

Re-Treatment with Taxol After Major Hypersens,t.v..y f-'j^^^.^^^f^SSSS^ of the art 

(1993). one of the drfficulties '"f ""^ f^'!' '^^^^^^^^^^^ castor oil) and ethanol in 

in taxol formulation requires a 50:50 '"^^^^^^^^^^ hi incidence of major hypersen- 

and saffloweroils. L.C. Collins-Gold etal., "Parenteral Emulsions fo^ Drug ^J^^^^^^g^^^ 

5. pp. 189-208 (1990). Heating ^J-'j^^ ^^^^^^^^^^^^^ the homogenization step 

reTss-STpStr^ 

Joo'oV'^hSereisaclearneedforastaWe.easilyprepared.b^ 
such as taxol exhibiting minimal side effects. 

Riimmar y of the Invention 

taxotere. spicatin and others as hereinafter disclosed. 3^ 
of . numb.r of surtscanB. and w»a>, a a ptopl.c(lpM 

hyperosmolar or hypoosmolar solution, depending on the desired end use. 
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[0012] Other common additives such as xylitol, mannitol. dextrose or lactated Ringer's solution may be added to the 
formulation, again depending on the desired end use. 

[0013] Sterols such as cholesterol, or long chain (C^4 • C22) alcohols may be optionally added as Co-solubilization 
agents. If used, such agents typically represent about 1% or less by weight of the emulsion. 
5 [0014] The taxine may be incorporated at various concentrations, with 5 mg taxine/ml of emulsion being a typical 
concentration. 

[0015] The invention also is directed to a method of incorporating a taxine into a triglyceride. The method includes 
dissolving a taxine in a solution of the triglyceride and a co-solvent for the taxine, and removing the taxine co-solvent 
to forni a solution of the taxine in triglyceride. The taxine co-solvent enables the taxine to be solubilized In the triglyceride 
10 and preferably Is a short chain alcohol, such as methanol, ethanol or isopropanol. The alcohol may be removed by a 
number of different methods such as evaporation and the like. The triglyceride is provided by an oil which is a triglyceride 
or is rich in triglycerides. 

[0016] A preferred embodiment involves a method for formulating a taxine in a stable oil-in-water emulsion. After 
forming a taxine and oil solution, the solution is dispersed in water with a surfactant to form a stable oil-in-water emulsion. 
15 [0017] An advantage of the inventive composition and methods is the fonnation of a stable taxine-in-oil emulsion. 
Another advantage is that the taxine formulation is efficacious yet exhibits minimal side effects. Furthennore, the in- 
ventive formulation may be easily prepared and is biocompatible with several common additives. 

Detailed Description of the Invention 

20 

A. Taxine 

[0018] Taxine formulations of the invention include a taxine, an oil, water and a surfactant. The temn "taxine" as used 
in the literature and herein is meant to include the alternative forms of nomenclature such as "taxane". Examples of 

25 taxines which may be used include taxol (paclitaxel); taxotere; spicatin; taxane-2. 13-dione. S.beta.. 9.beta.. lO.beta.- 
trihydroxy-. cyclic 9. 10-acetal with acetone, acetate; taxane-2. 13-dione. S.beta.. Q.beta.. 1 0.beta.-trihydroxy-.cyclic 
9, 10-acetal with acetone; taxane-2.beta.. S.beta.. 9.beta., lO.beta.-tetroi. cyclic 9. 10-acetal with acetone; taxane; 
cephalomannine-7-xyloside; 7-epi-10-deacetylcephalomannine; 10-deacetyicephalomannine; cephalomannine; taxol 
B; 13-(2', 3'-dihydroxy-3-phenylpropionyl)baccatin III; yunnanxol; 7-(4-Azidobenzoyl)baccatin III; N-debenzoyltaxol A; 

30 0-acetylbaccatin IV; 7-(triethylsilyl)baccatin 111; 7,10-Di-O-[(2,2,2-trichloroethoxy)carbonyl]baccatin III; baccatin 111 
13-0-acetate; baccatin diacetate; baccatin; baccatin VII; baccatin VI; baccatin IV; 7-epi-baccatin III; baccatin V; baccatin 
I; baccatin 111; baccatin A; 10-deacetyl-7-epitaxol; epitaxol; 1 0-deacetyltaxol C; 7-xylosyl-10-deacetyltaxol; 
10-deacetyltaxol-7-xyloside; 7-epi-1 0-deacetyltaxol; 1 0-deacetyltaxol; and 1 0-deacetyltaxol B. 

35 B.Oil 

[0019] The term "oil" is used herein in a general sense to identify a large class of physiologically acceptable sub- 
stances each of which is a triglyceride or is rich in triglycerides whether of mineral, vegetable, animal, essential or 
synthetic origin. In the classification of oils by type or function, for example, vegetable oils are chiefly derived from 
^ seeds or nuts and include semidrying oils such as safflower and soy bean oils. A liquid fatty oil which is a triglyceride 
is the preferred oil. Medium chain triglycerides also serve as useful oils according to this invention. 

C. Surfactant 

45 [0020] A surfactant is needed to form stable emulsions. Any suitable surfactant may be employed alone or in com- 
bination with other surfactants. For example, egg yolk phospholipids such as lecithin or Piuronics emulsifying agents 
may be used. Piuronics agents are block polymer polyols sold by Wyandotte, e.g.. Piuronics F68. having a molecular 
weight of about 8,000, may be employed. Ethoxylates of cholesterol, diacyl glycerol and dialkyi ether glycerol are useful 
suriactants. Also, using backbones of cholesterol, diacyl glycerol or dialkyi ether glycerol, block copolymers are made 

50 by adding ethylene oxide, propylene oxide and ethylene oxide, in that order, in varying amounts to produce surfactants. 
The emulsions of this invention may contain alkylphosphoryl choline or alkylglycerophosphoryl choline surfactants 
described in Kaufman and Richard. U.S. Ser. No. 791.420. filed November 13. 1991. Specific examples of these sur- 
factants are 1,2-dioctylglycero-3-phosphoryl choline, 1,2-ditetradecylglycero-3-phosphoryl choline, 1 ,2-dihexadecylg- 
lycero-3-phosphoryl choline, 1,2-dioctadecylglycero-3-phosphoryl choline, 1-hexadecyl-2tetradecylglycero-3-phos- 

55 phoryl choline, 1-octadecyl-2-tetradecylglycero-3-phosphoryl choline, 1-tetradecyl-2-octadecylglycero-3-phosphoryl 
choline. 1-hexadecyl-2-octadecyiglycero-3-phosphoryl choline. 1-2-dioctadecylglycero-3-phosphoryl choline. 1-octa- 
decyl-2-hexadecylglycero-3-phosphoryl choline. 1-tetradecyl-2-hexadecylglycero-3-phosphoryl choline. 2.2-ditetrade- 
cyl-1-phosphoryl choline ethane and 1-hexadecyl-tetradecylglycero-3-phosphoryl choline. The 1 .3-dialkyl glycerophos- 
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also be used. Mixtures of these novel surfactants w* ^"^.g... cattonic surfactants include such as 

Sante include alkyl or aryl sulfates, sulfonates. -^J^^^c^^^^^^^ or aryl compounds, whose 

n,ono-. di-. tri- and tetraalkyi or ary. ^-^^^^.^f ^^^^^^^^^^^^^ derivatives or other hydrophilic 

hydrophilic part consists °\P°^<'^''^^^l^^^ZToilt^^ 

D Preferred TaxiP *^ Formulation and Method 

nonlimiting examples. 



Example 1 

25 Pre paration of ' 'p'^ Emulsions of Taxoi 

tooaai Aso,utlonof15.gtaxo..land20.gcho,^^^^^^^^ 

L an equal volume of safflower f I and^e^^h^^^^^^^ , 
a stream of nitrogen. This resulted .n a safflower o I soluUon ~ma g 9 ^^^^ ^^^^^ ^^^,,^^3^ 

f 00241 1 9 g egg yolk lecithin was dispersed in 61 ml water using an u . ^ cholesterol (20 mg/ml were 
S high s eed JSle 32 ml of the safnower oi, --u«0" ^^^^^^^^^ 3 ,,lg3,i,er for 20 

Slow' added to the dispersion. The resulting ^^^^^f ^"^'f ^i^^^^^^^ was used to allow for work at 

minutes at a pressure of 8000 pounds per squa e ^ M'^^^^ ^° ^ homogenizers are expected to work 
smai. volumes. However, standard ^^^^^^^^ of fat emulsions used in parenteral nutrition, 

equally well since they are commonly "^^'l '^"^^"JSorsho^^ in Table 1 . column 1. In order to compare sta- 

are shown in Table. 1 . 
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1 EMULSION 


1 


2 


3 


4 


5 


1 Lecithin 


2.0% 


2.0% 


2.0% 


2.0% 


2.0% j 


Safflower Oil 


33.3% 


33.4% 


33.3% 


33.5% 


33.6% 1 


Glycerin 


0.0% 


0.0% 


2.0% 


0.0% 


1.9% 


Cholesterol 


0.67% 


0.67% 


0.67% 


0.0% 


0.0% 


Taxol 


0.51% 


0.00% 


0.51% 


0.51% 


0.5% 



Example 2 

Stability of Lip i^ Fmulsions of Taxol 

.^^♦arf in Table 1 above were subjected to an accelerated aging study 
size. The results of the study are presented in Tables 2A-e. 
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TABLE 2A 
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EMULSION 1 


0 WEEKS 


2 WEEKS 


4 WEEKS 


6 WEEKS 


Taxol % 


0.46 


0.45 


0.47 


0.44 


PH 


7.38 


6.80 


5.13 


6.88 


Osmolality (mOsm/L) 










Viscosity (cP) 


3.21 


2,91 


10.0 


3.59 


Mean Particle Size (^m) 


0.367 


0.317 


0.740 


0.360 



* This particular 4 week sample is an outlier sample, as is confirmed by the values at 6 weeks. 



TABLE 28 



20 



EMULSION 2 


0 WEEKS 


2 WEEKS 


4 WEEKS 


6 WEEKS 


Taxol % 


0.00 


0.00 


0.00 


0.00 


pH 


8.01 


6.98 


7.06 


6.36 


Osmolarity (mOsm/L) 










Viscosity (cP) 


3.62 


3.42 


3.54 


3.59 


Mean Particle Size (^m) 


0.268 


0.237 


0.326 


0.317 



25 

TABLE 2C 
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EMULSION 3 


0 WEEKS 


2 WEEKS 


4 WEEKS 


6 WEEKS 


Taxol % 


0.45 


0.44 


0.45 


0.45 


pH 


6.65 


7.07 


7.02 


6.56 


Osmolarity (mOsm/L) 


357 


360 


358 


362 


Viscosity (cP) 


3.61 


2.91 


3.34 


4.14 


Mean Particle Size (^m) 


0.308 


0.368 


0.348 


0.322 



TABLE 2D 



EMULSION 4 


0 WEEKS 


2 WEEKS 


4 WEEKS 


6 WEEKS 


Taxol % 


0.47 


0.45 


0.46 


0.46 


pH 


7.83 


7.22 


6.84 


6.51 


Osmolarity (mOsm/L) 










Viscosity (cP) 


3.12 


3.11 


3.02 


3.34 


Mean Particle Size (^m) 


0.322 


0.295 


0.315 


0.315 



TABLE 2E 
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EMULSION 5 


0 WEEKS 


2 WEEKS 


4 WEEKS 


6 WEEKS , 


Taxol % 


0.39 


0.41 


0.44 


0.42 


pH 


8.06 


7.29 


6.73 


6.88 


Osmolarity (mOsm/L) 


344 


332 


342 


343 


Viscosity (cP) 


2.92 


2.62 


2.82 


3.07 
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^^^^ . ,• of Taxol Relativejothejrad^^ 
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6 



EP 0 768 876 B1 



mediately upon infusion, and all were dead within 24 hours. In sharp contrast, all animals from the emulsion group 
exhibited normal behavior from the point of infusion onward. However, the animals in this group did exhibit weight loss 
during the first few days, and one of them died approximately four days after Infusion. In cx)mparing the weights of the 
emulsion treatment group with those of the control, the liver and lung weights all are within experimental enror for 
5 different lots of animals. However, it appears that the spleens are slightly enlarged in the treatment group, while the 
testes and thymus are slightly smaller. 

[0032] Blood samples were withdrawn by heart stick from the animals treated with the lipid emulsion, and the samples 
were analyzed for hematological and clinical chemistry parameters, with the results shown in Tables 5 and 6 respec- 
tively The hematological and clinical chemistry results were within normal limits for a random rodent population. Sur- 
10 prisingly, the expected taxol-induced thrombocytopenia was not observed. It may be that the platelet population was 
restored over the extended 14 day time of the study. 



TABLE 5 



HEMATOLOGY 


WBC (th/ 
mm^) 


RBC (mil/ 
mm3) 


HGB (g/dl) 


HCT 
(vol%) 


MCV \im^ 


MCH (pg) 


MCHC (%) 


NeuL (#/ 
mm^) 


7325 


5.43 


12.0 


36.1 


66.5 


22.2 


33.5 


1558 




Bands (#/ 
mm3) 


Lymphs (#/ 
mm^) 


Monos (#/ 
mm^) 


Eos (#/ 
mm^) 


Basos (#/ 
mm^) 


nRBC (#/ 
mm^) 


Platelets (#/ 
mm3) 


Retics (#/ 
mm^) 


78 


5522 


74 


0 


0 


0 


1427000 


290460 


TABLE 6 


CLINICAL CHEMISTRY 


Glucose 
(mg/dl) 


Nitrogen 
(mg/dl) 


Great (mg/ 
dl) 


Na (mEq/L) 


K (mEq/L) 


CI (mEq/L) 


Ca (mg/dl) 


P (mg/dl) 


232 


21 


0.5 


144 


6.8 


102 


10.9 


11.9 




UA (mg/dl) 


Choi (mg/ 
dl) 


TG (mg/dl) 


Bill (mEq/L) 


BiliD (mEq/ 
L) 


BiliI (mEq/L) 


AP (U/L) 


SGOT (U/L) 


1.5 


69 


63 


0.2 


0.0 


0.2 


450 


100 




SGPT (U/ 
L) 


GGTP (U/ 
L) 


LDH (U/L) 


Protein (g/ 

dl) 


Albumin (g/ 
dl) 


Glob (g/dl) 


A/G (ratio) 


Fe (^g/dl) 


59 


<1 


578 


5.6 


3.4 


2.1 


1.6 


229 



Example 5 



Efficacy 



[0033] In order to test the efficacy of the lipid emulsion of taxol, the emulsion was screened against both the Cremo- 
phor excipient containing no taxol and the commercial taxol-Cremophor formulation. The three samples were tested 
in two different cell lines. The cell lines employed were mouse lymphocytic leukemia (LI 210) in Fisher's medium con- 
taining 10% horse serum, and rat mammary adenocarcinoma (NMU) in MEM medium containing 10% fetal bovine 
serum. For each cell line, 10 ml of medium was inoculated with 10^ cells. The lymphocytic leukemia line was incubated 
for 16 hours, and the mammary adenocarcinoma line was incubated for 24 hours. After incubation, the cells were 
stained with Trypan blue, and the viable cells were counted with a hemacytometer. It is important to note that absorption 
techniques could not be employed because of the turbidity of the emulsion. In addition, agar diffusion was not applicable 
since emulsion particles diffuse at a different rate than the commercially formulated solution. The results for each line 
are presented in Tables 7A and 7B. 
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inventive lipid emulsion of taxol. 

TABLE 7A ■ 
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Cremophor Excipient 1 


Emulsion 


taxol-Cremophor 


\ 0.01 ^g/mi 


121 


45.1 


52.8 


0.1 |ig/ml 


126 


39.1 


37.0 


I.Ojig/ml 


147 


33.1 


36.2 


1 lOjig/ml 


3.2 


1 35.2 


2.8 



TABLE 7B 



• RAT MAMMARY ADENOCARCINOMA 





Cremophor Excipient 


Emulsion 


taxol-Cremophor 


0.01 ^ig/ml 


95.21 


81.4 


89.9 


0.1 ^g/ml 


91.7 


36.8 


40.8 


LO^ig/ml 


108 


28.7 


35.1 


10 ua/ml 


1 48.0 


20.8 


24.8 





100351 Other modifications of this invention may be made 
a person of ordinary sicill in this art. 



without departing from its scope as will be understood to 



30 



Claims 

1. A composition for intravenous 



administration of taxine in a stable oil-in-water emulsion comprising: 



40 



45 



35 a taxine; 

a triglyceride; 

water; and . . ..... 534^ triglyceride In an effective phamnaceutical amount for 

and taxotere. 
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is rich in triglycerides. 

6. A composition according to claim 5 wherein said oil is selected from the group consisting of safflower and soybean 
oils, and mixtures thereof. 

5 

7. A composition according to claim 5 or daim 6 wherein said oil is safflower oil. 

8. A composition according to any one of the preceding claims wherein said surfactant is a phospholipid. 

10 9. A composition according to claim 8 wherein said phospholipid is lecithin. 

10. A composition according to any one of the preceding claims further including an additive selected from the group 
consisting of a sterol and a C14-C22 alcohol. 

15 11. A composition according to claim 10 wherein said sterol is cholesterol. 

12. A composition according to any one of the preceding claims further including glycerin. 

13. A composition according to any one of the preceding claims wherein said taxine is present in an amount of about . 
20 01 % to about 1 % by weight of the emulsion. 

14. A composition according to any one of the preceding claims wherein said triglyceride is present in an amount of 
about 1% to about 40% by weight of the emulsion. 

25 15. A composition according to any one of the preceding claims wherein said surfactant is present in an amount of 
about 0.5% to about 5% by weight of the emulsion. 

16. A composition according to claim 1 1 wherein said cholesterol is present In an amount of about 0% to about 1 % by 
weight of the emulsion. 

30 

17. A composition according to claim 12 wherein said glycerin is present In an amount of about 0% to about 5% by 

weight of the emulsion. 

18. A composition according to any one of the preceding claims wherein the emulsion contains dextrose or lactated 
35 Ringer's solution. 

19. A composition according to any one of the preceding claims wherein said taxine is incorporated into said emulsion 
at a concentration of about 5 mg taxine/ml of said emulsion. 

^0 20. A method of incorporating a taxine into a triglyceride comprising the steps of: 

dissolving a taxine In a solution of said triglyceride and a co-solvent for said taxine; and 
removing said co-solvent to form a solution of said taxine In said triglyceride. 

45 21 . A method according to claim 20 wherein said taxine is selected from the group consisting of taxol; taxotere; spicatin; 

taxane-2, 1 3-dione, 5.beta., 9.beta., 1 0.beta,-trihydroxy-,cyclic 9, 1 0-acetal with acetone, acetate; taxane-2, 1 3-di- 
one, S.beta., 9. beta., lO.beta.-trihydroxy-, cyclic 9, 10-acetal with acetone; taxane-2.beta., S.beta., 9.beta., 10.be- 
ta.-tetrol, cyclic 9, 10-acetal with acetone; taxane; cephalomannine-7-xyloside; 7-epi-10-deacetylcephalomannine; 
10-deacetylcephalomannine; cephalomannine; taxol B; 13-(2', 3'-dihydroxy-3'-phenylpropionyl)baccatin III; yun- 

50 nanxol; 7-(4-Azidobenzoyl)baccatin III; N-debenzoyltaxol A; O-acetylbaccatin IV; 7-(triethyIsilyl)baccatin III; 

7,10-DI-O-((2.2,2-trichloroethoxy)carbonyt]baccatin III; baccatin III 13-0-acetate; baccatin diacetate; baccatin; bac- 
catin VII; baccatin Vi; baccatin IV; 7-epi-baccatin III; baccatin V; baccatin I; baccatin III; baccatin A; 10-deacetyl- 
7-epitaxol; epitaxol; 10-deacetyltaxol C; 7-xylosyl-1 0-deacetyltaxol; 10-deacetyltaxol-7-xyloslde; 7-epi- 
10-deacetyltaxol; 10-deacetyltaxol; and 10-deacetyltaxot B. 

55 

22. A method according to claim 20 or daim 21 wherein said taxine is selected from the group consisting of taxol and 
taxotere. 
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15 



oil and mixtures thereof, 
ethanol and isopropanol. 

methanol, ethanol and isopropanol. 

soS is isopropanol and said surfactant .s lecth.n. 
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ein Taxin; 
ein Triglycerid; 
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WassTund ' ^ . . .om npnannten Triglycerid in einer wirksamen pharmazeutisc^^^^ 
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3. Zusammensetzung nach Anspruch 1 Oder Anspruch 2, bei der das genannte Taxin ausgewdhit wurde aus der 
Gruppe bestehend aus Taxol und Taxoter. 

4. Zusammensetzung nach einem der vorherigen Anspruche, bei der das genannte Taxin Taxol ist. 

5. Zusammensetzung nach einem der vorherigen AnsprQche, bei der das genannte Triglycerid durch ein Oi bereit- 
gestellt wird, das reich an Triglyceriden ist. 

6. Zusammensetzung nach Anspmch 5, bei der das genannte Oi ausgewahit wurde aus der Gruppe bestehend aus 
Saflorol und SojadI sowie Gemischen davon. 

7. Zusammensetzung nach Anspruch 5 Oder Anspruch 6, bei der das genannte Ol Saf!or6l ist. 

8. Zusammensetzung nach einem der vorherigen AnsprQche, bei der das genannte Tensid ein Phospholipid ist. 

9. Zusammensetzung nach Anspruch 8, bei der das genannte Phospholipid Lecithin ist. 

10. Zusammensetzung nach einem der vorherigen AnsprQche, fernerumfassend ein Additiv, ausgewahit aus der Grup- 
pe bestehend aus einem Sterol und einem C14-C22 Alkohol. 

11. Zusammensetzung nach Anspruch 10, bei der das genannte Sterol Cholesterol ist. 

12. Zusammensetzung nach einem der vorherigen AnsprQche, femer umfassend Glycerin. 

13. Zusammensetzung nach einem der vorherigen AnsprQche, bei der das genannte Taxin in einer Menge von etwa 
0.01 bis etwa 1 Gew.-% der Emulsion voriiegt. 

14. Zusammensetzung nach einem der vorherigen AnsprQche, bei der das genannte Triglycerid in einer Menge von 
etwa 1 bis etwa 40 Gew.-% der Emulsion voriiegt. 

15. Zusammensetzung nach einem der vorherigen AnsprQche, bei der das genannte Tensid in einer Menge von etwa 
0,5 bis etwa 5 Gew.-% der Emulsion voriiegt. 

16. Zusammensetzung nach Anspruch 11, bei der das genannte Cholesterol in einer Menge von etwa 0 bis etwa 1 
Gew.-% der Emulsion voriiegt. 

17. Zusammensetzung nach Anspruch 1 2, bei der das genannte Glycerin in einer Menge von etwa 0 bis etwa 5 Gew.- 
% der Emulsion voriiegt. 

18. Zusammensetzung nach einem der vorherigen AnsprQche, bei der die Emulsion Dextrose oder laktierte Ringer- 
Ldsung enthalt. 

19. Zusammensetzung nach einem der vortierigen AnsprQche, bei der das genannte Taxin in einer Konzentration von 
etwa 5 mg Taxin pro Milliliter der genannten Emulsion in die genannte Emulsion eingebaut wird. 

20. Verfahren zum Einbauen eines Taxins in ein Triglycerid, umfassend die foigenden Schrttte: 

Aufldsen eines Taxins in einer Ldsung des genannten Triglycerids und einem Hilfsldser fOr das genannte Taxin; 
und 

Entfemen des genannten Hilfsl5sers zur Bildung einer Lfisung des genannten Taxins in dem genannten Tri- 
glycerid. 

21. Verfahren nach Anspruch 20, bei dem das genannte Taxin ausgewahit wird aus der Gruppe bestehend aus Taxol; 
Taxoter; Spicatin; Taxan-2, 13-Dion, S.beta., 9.beta., lO.beta.-trihydroxy-, zyklisch 9,10-acetal mit Aceton, Acetat; 
Taxan-2, 13-Dion, S.beta., Q.beta., lO.beta.-trihydroxy-, zyklisch 9,10-Acetal mit Aceton; Taxan-2.beta., S.beta., 
Q.beta., lO.beta.-tetrol, zyklisch 9,10-acetal mit Aceton; Taxan; Cephalomannin-7-xylosid; 7-epi-10-deacetylce- 
phalomannin; 10-deacetylcephalomannin; Cephalomannin; Taxol B; 13-(2',3'-dihydroxy-3'-phenylpropionyl)bac- 
catin III; Yunnanxol; 7-(4-Azidobenzoyl]baccatin III; N-debenzoyltaxol A; 0-acetylbaccatin IV; 7-(triethylsilyl)bac- 
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bestehend aus Taxo! und Taxoter. 

dasreichanTriglycendenist. 
15 und Sojaol sowie Gemischen davon. 

■ hend aus Methanol. Ethanol und Isopropanol. 

" . - h. M brs 35 b« dem das genaml. THUV'**' ^* """"S^ 

45 Revendications 

,C^,s,.»„po.ad-,=.-— 

une taxine ; 
50 un triglyc6ride ; 

de I'eau ; et . . ,,,.,ui,|^Ae dans ledit triglyceride en quantity phamiaceutique 

Stable dans I'eau. 
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2.beta., S.beta., 9.beta., 10.beta.-t6tro(, cyclic 9, 10-ac6tal avec acetone ; taxane ; c6phalomannine-7-xyloside ; 
7-6pi-10-d6acetylc6phalomannine; 10-d6ac6tylc6phalomannine ; c6pha!omannine ; taxol B ; 13-(2'. S'-dihydroxy- 
3'-ph6nylpropionyl)baccatine III ; yunnanxol ; 7-(4-Azldoben2oyl)baccatine III ; N-d6ben2oyltaxol A ; 0-ac6tylbac- 
catine IV ; 7-(tn6thylsityl)baccatlne lit ; 7,10-Di-O-[(2,2,2-trlchloro^thoxy)carbonyl]baccatine III ; baccatine III 13-0- 
5 acetate ; diac6tate de baccatine ; baccatine ; baccatine VII ; baccatine VI ; baccatine IV ; 7-6pi-baccatine III ; bac- 

catine V ; baccatine I ; baccatine III ; baccatine A ; 10-deac6tyl-7-§pitaxol; ^pitaxol ; 10-deac6tyltaxol C ; 7-xylosyl- 
1 0-d6acetyltaxol ; 10-d6acetyltaxol-7-xyloside ; 7-6pi-1 0-d§acetyltaxol ; 10-deac§tyltaxol ; et 10-d6ac6tyltaxol B. 

3. Composition selon la revendication 1 ou la revendication 2. dans laquelle ladite taxine est s6!ectionn6e dans le 
10 groupe comprenant le taxol et le taxotere. 

4. Composition selon Tune quelconque des revendications prec§dentes. dans laquelle ladite taxine est le taxol. 

5. Composition selon t'une quelconque des revendications pr^cedentes, dans laquelle ledit triglyceride est foumi par 
15 une huile riche en triglycerides. 

6. Composition selon la revendication 5, dans laquelle ladite huile est selectionn^e dans le groupe comprenant les 
huiles de carthame et de soja, et des melanges de ces huiles. 

20 7. Composition selon la revendication 5 ou la revendication 6, dans laquelle ladite huile est I'hulle de carthame. 

8. Composition selon Tune quelconque des revendications pr^cedentes, dans laquelle ledit surfactant est un phos- 
phollpide. 

25 9. Composition selon la revendication 8, dans laquelle ledit phospholipide est la l^cithine. 

10. Composition selon I'une quelconque des revendications prec^dentes. comprenant en outre un additif selectionne 
dans le groupe constitu^ d'un sterol et d'un alcool C<|4-C22* 

30 11. Composition selon la revendication 10, dans laquelle ledit sterol est le cholesterol. 

12. Composition selon Tune quelconque des revendications precedentes, comprenant en outre de la glycerine. 

13. Composition selon I'une quelconque des revendications precedentes. dans laquelle ladite taxine est presente a 
35 raison d'environ 0.01% a environ 1% par poids de I'^mulsion. 

14. Composition selon Tune quelconque des revendications precedentes, dans laquelle ledit triglyceride est present 
d raison d'environ 1% d environ 40% par poids de I'^mulsion. 

40 15. Composition selon I'une quelconque des revendications precedentes, dans laquelle ledit surfactant est present d 
raison d'environ 0,5% d environ 5% par poids de I'emulsion. 

16. Composition selon la revendication 11, dans laquelle ledit cholesterol est present d raison d'environ 0% d environ 
1% par poids de I'emulsion. 

45 

17. Composition selon la revendication 12, dans laquelle ladite glycerine est presente d raison d'environ 0% e environ 
5% par poids de I'emulsion. 

1 8. Composition selon Tune quelconque des revendications precedentes, dans laquelle I'emulsion contient du dextrose 
50 ou du solute lactate de Ringer. 

19. Composition selon I'une quelconque des revendications precedentes, dans laquelle ladite taxine est incorporee 
dans ladite emulsion en concentration d'environ 5 mg de taxine/ml de ladite emulsion. 

55 20. Precede d'incorporation d'une taxine dans un triglyceride comprenant les etapes de : 

dissolution d'une taxine dans une solution dudit triglyceride et d'un co-solvant de ladite taxine ; et 
enlevement dudit co-solvant pour fomier une solution de ladite taxine dans ledit triglyceride. 



13 



EP 0 768 876 B1 



fa s beta 9 beta., lO.beta.-tStrol. cyclic 9. 10-ac6tal avec ^"f ' . , g . ig/^. 3'-dihydroxy-3'-ph6- 

comprenant le taxol et le taxotfere. 
riche en triglycerides. 

chains carbon6e. 
factant. 

31 ProCd. selon ^ revendicatton 30. dans .equel .edit surfactant est un phospholipide. 

32 P.c6d. selon ,a revendic.«on 31 . dans ■e.ue. .edit pHosphCipide est .a .^«h.ne. 
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35 



dans I'eau. 
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